Title: METHODS AND COMPOSITIONS FOR THE TREATMENT OF 

FIBROTIC CONDITIONS & IMPAIRED laUN,<3jRM^.$TJ©$ , f| «A, "!l f, g T| jH' 

ENHANCE LYMPHOCYTE PROTECTION " " " " " " ' ' " ' ' "" "" " " 

Inventor: Aprile L. Pilon 

Application Serial No.: 10/045,534 



1/28 



OD 490 




1 10 100 

UG CONCENTRATION (ng/ml) 



1000 



FIG. 1 



BE(B) 



10 
5 
0 
-5 
-10 
-15 











— / 


















1 — -.. 





LAMB 1 
LAMB 2 
LAMB 3 
LAMB 4 



200 400 600 800 
MINUTES AFTER DELIVERY 



FIG. 2 



Title. METHODS AND COMPOSITIONS FOR THE TREATMENT OF 

FIBROTIC CONDITIONS & IMPAIRED LUN G f yN(^TJ <pjH TO ^ njK « iC| ; . f| A « - }1 

ENHANCE LYMPHOCYTE PROTECTION - P ~ U ' ~ " ~* ' * U " " " " ' ^ *** ,L " 
Inventor: Apnle L, Pi Ion 
Application Serial No.: 10/045,534 



2/28 





Title: METHODS AND COMPOSITIONS FOR THE TREATMENT OF 

FIBROTIC CONDITIONS & IMPAIRED LUNGlUN^Qf ftutS 3i * § » O S , 

ENHANCE LYMPHOCYTE PROTECTION 

Inventor: Apnle L. Pilon 

Application Serial No.: 10/045,534 



3/28 




FIG. 5 



Title: METHODS AND COMPOSITIONS FOR THE TREATMENT OF 

FIBROTIC CONDITIONS & IMPAIRED LUNG J.USttOT fem 3 "' I! b O S ± £* O b! 
ENHANCE LYMPHOCYTE PROTECTION 
Inventor: Apnle L. Pilon 
Application Serial No.: 10/045,534 



4/28 




TIME (HRS) 

FIG. 6A 



COMPARISON OF TOTAL PROTEIN 
600 -i 



500 

E 

400 




TREATMENT GROUP 

FIG. 6B 



title: METHODS AND COMPOSITIONS FOR THE TREATMENT OF^ 

FIBROTIC CONDITIONS & IMPAIRED LUNG FeN'CTiid'N iK'TO B "ii" » iii !b ,1, fo O id! 
ENHANCE LYMPHOCYTE PROTECTION 
Inventor. Aprile L. Pilon 
Application Serial No.: 10/045,534 



5/28 




45 40 35 30 25 20 15 10 5 
PRESSURE (cm H 2 0) 



-*- PIG#11 (0 mg/kg 100% 02) 
-•- PIG#12 (25 mg/kg 100% 02) 
PIG#23 (0 mg/kg ROOM AIR) 
PIG#30 (0 mg/kg 100% 02) 
-B- PIG#31 (25 mg/kg ROOM AIR) 
-•- PIG#42 (25 mg/kg ROOM AIR) 
PIG#43 (0 mg/kg 100% 02) 
PIG#44 (25 mg/kg 100% 02) 
PIG#45 (0 mg/kg ROOM AIR) 



FIG. 7 



Title: METHODS AND COMPOSITIONS FOR, THE; 
FIBROTIC CONDITIONS & IMPAIRED LUN6 FUN 
ENHANCE LYMPHOCYTE PROTECTION 
Inventor: Aprile L. Pilon 
Application Serial No.: 10/045,534 

6/28 



TMEJNT-QF 



O S 16 Cite!! 



ROOM AIR 



VOLUME (ml) 




45 40 35 30 25 20 15 10 
PRESSURE (cm H 2 0) 

FIG. 8 



— 25 mg/kg 
-■ — 0 mg/kg 



ROOM AIR AND 100% O c 




45 40 35 30 25 20 15 10 
PRESSURE (cm H 2 0) 

FIG. 9 



25 mg/kg 
0 mg/kg 



Title: METHODS AND COMPOSITIONS FOR Ttjp .] 
FIBROTIC CONDITIONS & IMPAIRED LUNG FtfN 
ENHANCE LYMPHOCYTE PROTECTION 
Inventor: Aprile L. Pilon 
Application Serial No.: 10/045,534 

7/28 



VOLUME (ml) 



VOLUME (cc) 




-»-- ORA 
-•- 0 100 
-■- 25 RA 

25 100 



45 40 35 30 25 20 15 10 5 
PRESSURE (cm H 2 0) 

FIG. 10A 

PRESSURE-VOLUME CURVES 






RA 




0/100 




25/100 




5/100 




1/100 



40 



30 20 10 5 
PRESSURE (cm H 2 0) 

FIG. 108 



COUNTS 




m 



1 



l-S 



1 



-S r^25-S 



i: 



TREATMENT GROUP 



CHANGES IN PMN AND LYMPHOCYTE COUNTS 
40 
30 
20 
10 

CHANGE IN CELL Q 

-10 
-20 
-30 
-40 



s PMN 

B LYMPHOCYTES 



FIG. 10C 



Title: METHODS AND COMPOSITIONS FQR#Hjm&q*S^£i ft *=i "ii A, tfl & 
FIBROTIC CONDITIONS & IMPAIRED LUNG' FUNCTION «''TO' " ' i '" " "* 



ENHANCE LYMPHOCYTE PROTECTION 
Inventor: Apnle L. Pilon 
Application Serial No.: 10/045,534 

8/28 



CPM 



CPM 



700 
600 
500 
400 
300 
200 
100 
0 



700 
600 
500 
400 
300 
200 
100 
0 



0 10 20 30 

HOURS AFTER ADMINISTRATION 
INTRAVENOUS 



FIG. 11 



o 



~io" 



— j — 

20 



30 



HOURS AFTER ADMINISTRATION 
INTRANASAL 



FIG. 12 



CPM 



700 
600 
500 
400 
300 
200 
100 
0 



0 



10 



20 



30 



HOURS AFTER ADMINISTRATION 
STOMACH GAVAGE 



FIG. 13 



Title: METHODS AND COMPOSITIONS FOF 
FIBROTIC CONDITIONS & IMPAIRED LUNt 
ENHANCE LYMPHOCYTE PROTECTION 
Inventor: Aprile L. Pilon 
Application Serial No.: 10/045,534 



9/28 



CC10(ng/mL) 



70 
60 
50 
40 
30 
20 
10 



— i 1 1 1 1 — 

0 4 8 12 16 20 24 
HOURS AFTER ADMINISTRATION 
INTRAVENOUS 



FIG. 14 



CC10 (ng/mL) 




HOURS AFTER ADMINISTRATION 
INTRANASAL 

FIG. 15 



70 




0 H 1 1 1 1 1 

0 4 8 12 16 20 24 



HOURS AFTER ADMINISTRATION 
STOMACH GAVAGE 

FIG. 16 



Title: METHODS AND COMPOSITIONS FOS-TWeItSr^AT^ENTIOR 
FIBROTIC CONDITIONS & IMPAIRED LUNG FUNCTION & TO 
ENHANCE LYMPHOCYTE PROTECTION 
Inventor: Aprile L. Pilon 
Application Serial No.: 10/045,534 



10/28 



FORMAT A: IMMUNODETECTION 




ANTI-IgG HRP 
CONJUGATE 
ANTI-CC10 

igG 



CC10 

HUMAN 
FIBRONECTIN 



FIG. 17 A 



FORMAT B: COMPETITIVE BINDING 



rhFn 




CC10-HRP CC10 HRP 

FIG. 17B 



Title: METHODS AND COMPOSITIONS FOR THE T 
FIBROTIC CONDITIONS & IMPAIRED LUNG FUN 
ENHANCE LYMPHOCYTE PROTECTION 
Inventor: Aprile L. Pilon 
Application Serial No.: 10/045,534 



ESS; 



, O 5 US O i£! 



o 
o 
o 



11/28 



x 

o 
o 
o 



CO 



O 



o 

LU 

o 
cr 

DO 



Q 
LU 



Q 

O 



GO 
Q 
LU 



O 



o 
or 

99 
u_ 
cr 

LU 
Q_ 
ID 
CO 



X 

o 



LU 

CO 



OO 

► CO 

o 



CO 

cm 



CD 



CO 



CD 

m 



CO 



CM 



CD 



Q_ 



t 



Q 
m 



>- 
i 

s o 

LU — 

to w 

>< § 

£ d 

<£ LU 

^ O 



CO 

<: 



oo 



ill 



i 



s 1 1 



q: 



Q 



y O 



LU 



Sj ^ 



CM 



LU LU LU 
Q_ CL. Q_ 
>->->- 



Title: METHODS AND COMPOSITIONS FOR THE TREATMENT OF 

F1BROTIC CONDITIONS & IMPAIRED LUNGJUMftM*fcaSa» " i 1 «. I J ib JL to U id! 
ENHANCE LYMPHOCYTE PROTECTION 
Inventor: Aprile L. Pilon 
Application Serial No.: 10/045,534 



12/28 




Title: METHODS AND COMPOSITIONS FOR THE TREATMENT OF 

FIBROTIC CONDITIONS & IMPAIRED LUNG FUNCtifcMM'SI IS 75 11 1!" .„ O J„ !& O 
ENHANCE LYMPHOCYTE PROTECTION 
Inventor: Aprile L. Pilon 
Application Serial No.: 10/045,534 



13/28 

TITRATION OF rhUG BINDING TO FIBRONECTIN AND ITS FRAGMENTS 



PERCENT OF 
Fn CONTROL 



200 
175 
150 
125 
100 
75 













— o--- 


!>?- O' ^ 




— o-~ 







EXPERIMENT 1 
(500 ng hFn) 

EXPERIMENT 2 
(1000 ng hFn) 

EXPERIMENT 3 
(5000 ng hFn) 



50 100 150 200 250 300 
NANOGRAMS OF rhUG 

FIG. 20A 



0.8 



0.6 - 



ABSORBANCE 
AT 490 nm 



0.4 - 



0.2 - 



V"" 



-©•-. 



"O-. 



T 

A-- 



-_.-o~.o-o- 



,-o' 



§ -o-SUPERFIBRONECTIN 

40 kDa hFn 
FRAGMENT 
120 kDa hFn 



— o— , 



.© o~~q 



FRAGMENT 



--o— f — -o- - ^ 

A- -A — -£j — A- 



1 1 

10 100 
NANOGRAMS OF rhUG 



1000 



FIG. 20B 



Title: METHODS AND COMPOSITIONS Fofe WI Mfe^Tr^Nt 6^ 
FIBROTIC CONDITIONS & IMPAIRED LUNG FUNCTION & TO 
ENHANCE LYMPHOCYTE PROTECTION 
Inventor: Apnle L. Pilon 
Application Serial No.: 10/045,534 



14/28 




FIG. 21 



Title: METHODS AND COMPOSITIONS FOR l&E^AjlftESS „ O K J, £» O iff 

FIBROTIC CONDITIONS & IMPAIRED LUNG FUNCTION & TO 
ENHANCE LYMPHOCYTE PROTECTION 
Inventor: Apnle L. Pilon 
Application Serial No.: 10/045,534 



15/28 




Title: METHODS AND COMPOSITIONS FdkftfeiAfeftT&fEI^T 'OF * O !b .1. fai i! J 
FIBROTIC CONDITIONS & IMPAIRED LUNG FUNCTION & TO 
ENHANCE LYMPHOCYTE PROTECTION 
Inventor: Aprile L. Pilon 
Application Serial No.: 10/045,534 



16/28 



MATURATION OF HEMOPOIETIC STEM CELLS 



PLURIPOTENTIAL STEM CELLS 




HEMOPOIETIC STEM CELLS 



rhUG AFFECTS DECISION 
IN NEWBORN PIGLETS 
AFTER ONE DOSE IT 



COMMITTED PROGENITORS 
OF ERYTHROCYTES, 
GRANULOCYTES, 
MONOCYTES AND 
MEGAKARYOCYTES 



1 


f 


IMMATURE HE 
PRECURSORS 


MOPOIETIC 



MATURE FUNCTIONAL BLOOD CELLS; 

ERYTHROCYTES, MONOTYPES & 
MACROPHAGES, 

MEGAKARYOCYTES & PLATELETS, 
AND GRANULOCYTES (NEUTROPHILS, 
ESOSINOPHILS, AND BASOPHILISM 

ACUTE INFLAMMATION, WOUND 
REPAIR. ANTIGEN UPTAKE AND 
PRESENTATION , FIBROSIS 



LYMPHOPOIETIC STEM 
CELLS 



1 


r 


COMMITTED PROGENITORS 
OF B AND T LYMPHOCYTES 




f 


IMMATURE LY 
PRECURSORS 


V1PHOCYTE 



MATURE FUNCTIONAL 
LYMPHOCYTES; 

T AND B CELLS, NK CELLS, 
DENDRITIC CELLS, OTHER 
RESIDENT IMMUNE CELLS IN 
LUNGS, DIGESTIVE TRACT, 
PANCREAS, AND LIVER, 

CELL-MEDIATED IMMUNITY 
AND HUMORAL IMMUNITY, 
IMMUNOLOGIC TOLERANCE, 
IMMUNE SURVEILLANCE 



FIG. 23 



Title: METHODS AND COMPOSITIONS FOR THE TREATMENT OF 

FIBROT1C CONDITIONS & IMPAIRED LUNG FU$d™S$ u 7* iJ H' O !S .1 fe O 

ENHANCE LYMPHOCYTE PROTECTION 
Inventor: Apnle L. Pilon 
Application Serial No.: 10/045,534 

17/28 




Title: METHODS AND COMPOSITIONS FOR THE;iT^ATN1ENT @F ^M, n K 1] a, f'ti ^ 
F1BROTIC CONDITIONS & IMPAIRED LUNG FU^CW6K&W" ^' * J ^ ° ~ 

ENHANCE LYMPHOCYTE PROTECTION 
Inventor- Apnle L. Pilon 
Application Serial No.: 10/045,534 



18/28 




Title: METHODS AND COMPOSITIONS FOj^lfgEppE lAWE^TpRj, w ( J S H P P 
FIBROTIC CONDITIONS & IMPAIRED LUNG FUNCTION & TO "* 
ENHANCE LYMPHOCYTE PROTECTION 
Inventor: Apnle L. Pi Ion 
Application Serial No.: 10/045,534 



19/28 



VEGF-A (100 pg/ ml) + 200 nM U.G. IN 5% SERUM 



VEGF-A (100 pg/ ml) IN 5% SERUM (CONTROL) 



TIME 20 HOURS 






FIG. 26 



Title: METHODS AND COMPOSITIONS FOR THE TREATMENT OF 
FIBROTIC CONDITIONS & IMPAIRED LUNG fi6jCMl@N JfSS3K£» ,d 
ENHANCE LYMPHOCYTE PROTECTION 
Inventor: Aprile L. Pilon 
Application Serial No.: 10/045,534 



f J S t* O S 



20/28 



QQ 
CD 




CD O O O O O 
r- O) MO CO t- 



N0I1I9IHNI % 



s 

CNJ 

CD 




o 
o 



ddH x STI30 



Title: METHODS AND COMPOSITIONS FOR THf TR^AT^^OF^ y| r ft ^ ... , r n pi 

FIBROTIC CONDITIONS & IMPAIRED LUNG FON^TlON & T6"" — " " ! " A > " J "~ 5 '"~ 

ENHANCE LYMPHOCYTE PROTECTION 
Inventor: Apnle L. Pilon 
Application Serial No.: 10/045,534 



21/28 




<: 

LU 



CO 
—J 

I 

LU 
O 
O 



LU 

o 

<C CO 

o uj 
a: !^ 

LU 

O cr 

-J LU 

< :n 

Li- H- 
O O 



CO 

LU CO 
LU ^ 

a: lu 
lu a: 

LL LU 



<: 5 
rr o 



co<2 

CO 00 
LU CO 
I— LU 

— 

CO ^ 

592 

LU Ct: 
h- LU 

CO h~ 
<C CO 

LU< 
—i LU 
CO — I 

ZD Ql 
O 5Z 
O J— 



cr 
o 



Title: METHODS AND COMPOSITIONS FOR THE T^p&JMjNf (Df < #■ tJI O fii .1 fe O f? 

FIBROTIC CONDITIONS & IMPAIRED LUNG FUNCTION & TO 
ENHANCE LYMPHOCYTE PROTECTION 
Inventor: April e L. Pi Ion 
Application Serial No.: 10/045,534 



22/28 




Title- METHODS AND COMPOSITIONS FOR TH m&i JN*S <5IO H» ,„ 11 S .1, & O ifc! 
FIBROTIC CONDITIONS & IMPAIRED LUNG FUNCTION & TO 
ENHANCE LYMPHOCYTE PROTECTION 
Inventor: Aprile L. Pilon 
Application Serial No.: 10/045,534 



23/28 




Title: METHODS AND COMPOSITIONS FOR THE WeXtpIeNTOF 1)1 U ]ni jl - *» O id! 
FIBROTIC CONDITIONS & IMPAIRED LUNG FUNCTION & TO 
ENHANCE LYMPHOCYTE PROTECTION 
Inventor: Apnle L. Pilon 
Application Serial No.: 10/045,534 



24/28 



FIG. 30 




Title- METHODS AND COMPOSITIONS FOR TWWBWS&lPR M- ... O £» .1, 6 O H 
FIBROTIC CONDITIONS & IMPAIRED LUNG FUNCTION & TO 
ENHANCE LYMPHOCYTE PROTECTION 
Inventor: Apnle L. Pilon 
Application Serial No.: 10/045,534 



25/28 



Title- METHODS AND COMPOSITIONS FOR THE TREATMENT OF 

FIBROTIC CONDITIONS & IMPAIRED LUNU f0WTl!DS, i #f Qfl, Ml" ,i O S ."!!„ I'S O K'.!' 
ENHANCE LYMPHOCYTE PROTECTION 
Inventor: Aprile L. Pilon 
Application Serial No.: 10/045,534 

26/28 



FIG. 32 



1 2 



250 kDa 
160 kDa 
105 kDa 

75 kDa 

50 kDa 

32 kDa 




■* — 180-200 kDa 



80 kDa 
52 kDa 

29 kDa 



Title: METHODS AND COMPOSITIONS FOR JHETO^MPW £P S!< ! * O 5 1 6 O ir* 
FIBROTIC CONDITIONS & IMPAIRED LUNG FUNCTION & TO 
ENHANCE LYMPHOCYTE PROTECTION 
Inventor: Aprile L. Pilon 
Application Serial No.: 10/045,534 



27/28 




Title: METHODS AND COMPOSITIONS FOR THE 
FIBROTIC CONDITIONS & IMPAIRED LUNG Ftrf 
ENHANCE LYMPHOCYTE PROTECTION 
Inventor: Apnle L. Pilon 
Application Serial No.: 10/045,534 



28/28 



CD 
CL 



00 

CD 



o 

CD 



o 



o 
o 



o 



CD 




oooooooo 
o o o o o o o 

N CD lO ^" CO C*J ^~ 

|oj;uoq jo jueojed 



03 

Q 
o 



03 

Q 
o 

CNJ 



